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L9 ANSWER 1 OF 34 USPATFULL on STN 

TI Stable suspension formulations of erythropoietin receptor agonists 
AB A suspension formulation for therapeutic use includes a non-aqueous, 
single-phase vehicle exhibiting viscous fluid characteristics and a 
particle formulation comprising an erythropoietin receptor agonist 
dispersed in the vehicle. 
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L9 ANSWER 2 OF 34 USPATFULL on STN 

TI Stable particle formulations of erythropoietin receptor agonists 

AB A particle formulation includes an erythropoietin receptor agonist, a 
buffer, and a sugar, wherein the buffer and sugar stabilize the 
erythropoietin receptor agonist against aggregation. 
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L9 ANSWER 3 OF 34 USPATFULL on STN 
TI Use of erythropoietin for treatment of cancer 
AB A method for treating cancer is provided. The method involves 
administering to subjects in need of such treatment an 
effective amount of erythropoietin of an analog thereof effective to 
inhibit angiogenesis in a tumor. Also provided are methods to reduce 
HIF-la protein levels and/or VEGF expression, particularly in 
tumors . 
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L9 ANSWER 4 OF 34 USPATFULL on STN 

TI Combination dosing regimen for erythropoietin 

AB The present invention provides a combination dosing regimen for 
erythropoietin (EPO) . More particularly, the present dosing 
regimen includes administration of at least a first dosing segment 
comprising a first exposure to EPO capable of stimulating the 
production of reticulocytes followed by a second exposure to EPO 
capable of sustaining the maturation of the reticulocytes into neocytes, 
and ultimately, red blood cells. Advantageously, the dosing segment may 
be cycled or repeated, any number of times and according to any desired 
time scheme, in order to provide or maintain any desired total red blood 
cell count and/or hemoglobin concentration. Methods of treatment 
employing the combination dosing regimen, as well as kits are also 
provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 2005:306384 USPATFULL 

TITLE: Combination dosing regimen for erythropoietin 

INVENTOR (S): Cheung, Wing K. , Warren, NJ, UNITED STATES 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: US 2005267026 Al 20051201 

APPLICATION INFO. : US 2005-88284 Al 20050324 (11) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 2004-556923P 20040326 (60) 

Utility 

APPLICATION 

PHILIP S. JOHNSON , JOHNSON & JOHNSON, ONE JOHNSON & 
JOHNSON PLAZA, NEW BRUNSWICK, NJ, 08933-7003, US 
40 
1 

22 Drawing Page(s) 
1077 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L9 ANSWER 5 OF 34 USPATFULL on STN 
TI Albumin fusion proteins 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention* are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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TI Treatment of neurological dysfunction comprising 

f ructopyranose sulfamates and erythropoietin 
AB Co- therapy for the treatment of neurological dysfunctions 



comprising administration of one or more f ructopyranose sulfamates and 
erythropoietin. 
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TI Immunoglobulin chimeric monomer-dimer hybrids 

AB The invention relates to a chimeric monomer-dimer hybrid protein wherein 
said protein comprises a first and a second polypeptide chain, said 
first polypeptide chain comprising at least a portion of an 
immunoglobulin constant region and a biologically active molecule, and 
said second polypeptide chain comprising at least a portion of an 
immunoglobulin constant region without the biologically active molecule 
of the first chain. The invention also relates to methods of using and 
methods of making the chimeric monomer-dimer hybrid protein of the 
invention. 
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TI Genomic modification 

AB The invention includes transchromosomal avians and transchromosomal 

avian cells and methods for the introduction of artificial chromosomes 
into the genome of avians and avian cells. 
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TI Albumin fusion proteins 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
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AB The present invention relates to the use of erythropoietin for the 

treatment of disturbances of iron distribution in chronic 

inflammatory intestinal diseases. 
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L14 ANSWER 1 OF 8 USPATFULL on STN 

TI Stable suspension formulations of erythropoietin receptor agonists 

AB A suspension formulation for therapeutic use includes a non-aqueous, 
single-phase vehicle exhibiting viscous fluid characteristics and a 
particle formulation comprising an erythropoietin receptor agonist 
dispersed in the vehicle. 
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L14 ANSWER 2 OF 8 USPATFULL on STN 



TI Stable particle formulations of erythropoietin receptor agonists 
AB A particle formulation includes an erythropoietin receptor agonist, a 
buffer, and a sugar, wherein the buffer and sugar stabilize the 
erythropoietin receptor agonist against aggregation. 
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LI 4 ANSWER 3 OF 8 USPATFULL on STN 
TI Albumin fusion proteins 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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LI 4 ANSWER 4 OF 8 USPATFULL on STN 

TI Immunoglobulin chimeric monomer-dimer hybrids 

AB The invention relates to a chimeric monomer-dimer hybrid protein wherein 
said protein comprises a first and a second polypeptide chain, Said 
first polypeptide chain comprising at least a portion of an 
immunoglobulin constant region and a biologically active molecule, and 
said second polypeptide chain comprising at least a portion of an 
immunoglobulin constant region without the biologically active molecule 
of the first chain. The invention also relates to methods of using and 
methods of making the chimeric monomer-dimer hybrid protein of the 
invention. 
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LI 4 ANSWER 5 OF 8 USPATFULL on STN 
TI Albumin fusion proteins 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 



present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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L14 ANSWER 6 OF 8 USPATFULL on STN 

TI Methods of using Flt3-Ligand in hematopoietic cell transplantation 
procedures incorporating nonmyeloablative conditioning regimens 

AB The invention is directed to methods of using Flt3-Ligand in 

hematopoietic cell transplantation procedures using nonmyeloablative 
conditioning regimens. This abstract is provided for the sole purpose of 
enabling the reader to quickly ascertain the subject matter of the 
technical disclosure and is not intended to be used to interpret or 
limit the scope or meaning of the claims. 
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LI 4 ANSWER 7 OF 8 USPATFULL on STN 

TI Immunoglobulin chimeric monomer -dimer hybrids 

AB The invention relates to a chimeric monomer-dimer hybrid protein wherein 
said protein comprises a first and a second polypeptide chain, said 
first polypeptide chain comprising at least a portion of an 
immunoglobulin constant region and a biologically active molecule, and 
said second polypeptide chain comprising at least a portion of an 
immunoglobulin constant region without the biologically active molecule 
of the first chain. The invention also relates to methods of using and 
methods of making the chimeric monomer-dimer hybrid protein of the 
invention. 
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LI 4 ANSWER 8 OF 8 USPATFULL on STN 
TI Albumin fusion proteins 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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=> s 12 and 11 
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L3 ANSWER 1 OF 5 MEDLINE on STN 

TI Erythropoietin in cardiovascular diseases. 

AB Several studies showed that anaemia is commonly observed in patients with 
Chronic Heart Failure (CHF) and is associated with worsened symptoms and 
survival. When anaemia in these patients is treated with erythropoietin ( 
EPO) , a significant improvement in cardiac function and symptoms 
was observed. Although it was originally believed that EPO 
specifically acted on haematopoietical cells, recent evidence demonstrated 



several non-haematopoietical effects. I schaemia/reper fusion experiments 
in rat heart and brain showed large infarct reduction when treated with 
EPO. Other effects of EPO are related to its 

pro-angiogenic effects on endothelial cells, which could be of potential 
value in patients with ischaemic heart disease* These 
preclinical findings suggest that EPO may have potential effects 
in cardiovascular disease beyond correction of haemoglobin levels. 
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L3 ANSWER 2 OF 5 MEDLINE on STN 

TI Homocysteine and C-reactive protein levels in haemodialysis patients. 

AB BACKGROUND: Mild to moderate hyperhomocysteinemia is very common among 
patients undergoing haemodialysis. There is sufficient evidence that 
hyperhomocysteinemia is an independent risk factor for cardiovascular and 
or atheromatous disease in end stage renal failure patients. Vitamin 
supplementation such as vitamin B6, B12 or folate has been proposed to 
correct this metabolic disturbance and it is to be proved if this 
intervention benefit these patients, but there is no agreement whether 
oral folate supplementation is capable to normalize homocysteine levels in 
end stage renal failure patients. METHODS: In 53 patients, undergoing 
haemodialysis, homocysteine levels (Hey) , folate, vitamin B12, ferritin 
and C-reactive protein (CRP) were estimated before and after dialysis, 
without folate supplementation. Thirty voluntary blood donors were used 
as controls to compare homocysteine levels. After four weeks of oral 
folate supplementation (10 mg/24 hours) the levels of homocysteine, serum 
folate and intra -erythrocyte folate were estimated again. Eighteen months 
later the survival rate of our patients was recorded and analyzed in 
relation to Hey and CRP levels. RESULTS: The results showed that 
haemodialysis patients exhibited, almost, fourfold higher homocysteine 
levels than controls (27.39 +/- 11.54 vs 7.38 +/- 3.5, t = -8.2, p = 
0.000000). Folate levels, vitamin B12 and CRP increase significantly 
after haemodialysis where as homocysteine levels decrease (Hcyl vs. Hcy2 : 
z = 2.08, p = 0.03). Fourteen (14) patients suffered from coronary 
heart disease (CHD) and they exhibited the higher levels 
of homocysteine (Hcyl vs. CHD: z = -3.4, p = 0.0006). All estimations 
performed revealed a negative correlation between homocysteine levels and 
plasma or intra-erythrocyte folate. No other variable exhibited any 
significant influence upon homocysteine levels. After folate 
supplementation homocysteine levels in the whole number of patients were 
unchanged (Hcy(before) vs. Hey (after) : 27.39 +/- 11.54 vs. 26.95 +/- 
8.22, z » 0.3, p = 0.7, NS) . When patients with homocysteine levels 
higher than 24 micromol/L were selected, a significant decrease was 
observed (34.77 +/- 9.32 vs. 30.0 +/- 8.05, z = 2.09, p = 0.02). 
Forty-two patients were treated with erythropoietin for their 
anemia and we found a positive correlation between C-reactive 



protein levels and rhu-Epo dose (CRP vs. Epo: r = 

0.45, p = 0.002). Homocysteine levels did not exhibit any significant 
influence upon short-term survival (U = -0.37, p = 0.3, NS) where* as CRP 
levels exhibit a significant influence upon short-term survival (U = 2.15, 
p = 0.005). CONCLUSIONS: Homocysteine levels in haemodialysis patients 
are fourfold higher than healthy controls. Folate, vitamin B12 and CRP 
increases significantly after dialysis. Patients with coronary 
heart disease exhibit the highest levels of 

homocysteine. The homocysteine levels are inversely related with the 
folate levels. The exogenous folate supplementation increase the serum 
folate levels but decreases homocysteine only in patients with higher than 
mild hyperhomocysteinemia . Hey doesn't exert any significant effect upon 
the short-term survival of the haemodialysis patients but CRP level is a 
god predictor of the short-term survival of these patients. 
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TI A rationale for an individualized haemoglobin target. 

AB Despite the use of recombinant human erythropoietin (rh-EPO, 

epoetin) for more than a decade in treating renal anaemia, there is still 
considerable debate over optimal target haemoglobin (Hb) levels. Current 
European and North American guidelines that are based on decade-old trials 
aim for partial anaemia correction, with a subnormal target Hb 
concentration. More recent randomized clinical trials examining the 
effect of normalizing Hb levels have produced conflicting results. A 
study in the USA, in patients with existing congestive heart failure or 
ischaemic heart disease, showed an unexpected rise in 

cardiac mortality and haemodialysis access failure with higher Hb levels. 
In contrast, three other studies (in Australia, Spain and Canada) that 
normalized Hb levels in healthier dialysis patients observed improvements 
in quality of life and exercise capacity and a slower progression of left 
ventricular dilatation, without an unacceptable increase in the incidence 
of adverse effects. These studies indicate that, while higher Hb levels 
may be detrimental to patients with pre-existing cardiac disease, 
healthier patients benefit from normalized Hb levels. Thus, there is no 
clear scientific rationale for setting a single Hb target for all 
patients, and individualized treatment targets would appear to be a more 
logical and patient-centred approach. 
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TI Anaemia in chronic renal disease: lessons learned since Seville 1994. 

AB Cardiovascular disease is the major cause of death among patients with 

end-stage renal disease, accounting for almost half of all fatalities. In 
recent years much progress has been made in understanding the pathogenesis 
of cardiovascular disease in the uraemic population. Anaemia is a 
consistent finding in chronic renal disease, affecting up to 90% of 
patients, and the central role of anaemia in the development of 
cardiovascular dysfunction is now well established. A significant 
proportion of patients have established cardiovascular complications on 
initiation of dialysis, raising the possibility of early correction of 
anaemia as a strategy for preventing cardiovascular co-morbidities among 
renal patients. Randomized, controlled trials have shown that 
normalization of haemoglobin (Hb) with recombinant erythropoietin (rh- 
Epo) is of no cardiovascular benefit in haemodialysis patients 
with symptomatic heart failure, ischaemic heart disease 
, or severe left ventricular dilatation, although suggestive evidence 
exists for benefits at earlier stages of cardiac disease. Results from 
large-scale clinical trials are required to clarify the effects of early 
anaemia correction on mortality and cardiovascular function, as well as 
appropriate treatment targets in different patient populations. The 
potential exists for higher Hb levels to extend patient survival through 
cardioprotective effects. 
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TI Cardiovascular consequences of renal anaemia and erythropoietin therapy. 
AB Cardiovascular disease is the leading cause of increased mortality in 

patients with renal failure and vigorous attention to cardiovascular risk 



factors is therefore required to improve patient outcome. The 
availability of recombinant human Epo has focused the interest 
on the role of chronic anaemia in the pathogenesis of cardiovascular 
disease. Several fold evidence indicates that anaemia can contribute to 
cardiac volume overload and together with overhydration, fistula flow and 
the pressure overload secondary to arterial hypertension, it may play a 
significant role in the development of cardiac hypertrophy. As in the 
general population left ventricular hypertrophy is a severe adverse risk 
factor in renal patients. In addition, in the presence of ischaemic 
heart disease anaemia may further worsen cardiac oxygen 

supply. This dual effect of anaemia probably explains why epidemiological 
studies have shown that a 1 g/dl decrease in haemoglobin levels is an 
independent, statistically significant risk factor for the development of 
cardiac morbidity and mortality. Follow-up examinations have demonstrated 
that partial correction of anaemia with recombinant Epo can 
improve cardiac oxygen supply and partially reverse pathological changes 
in left ventricular geometry. However, although partial anaemia 
correction regularly reduces left ventricular volume, the effects on wall 
thickness are far less significant. Moreover, in patients with advanced 
cardiac disease it has recently not been possible to demonstrate that a 
normalization of haemoglobin levels provides further benefit. It is not 
unlikely therefore that the development of severe anaemia has to be 
prevented by early implementation of Epo therapy in order to 
achieve the maximum benefit with respect to the cardiovascular system. 
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TI Anemia in chronic heart failure: Can EPO reduce 
deaths? . 

AB Many patients with chronic heart failure also have anemia, an 

association that has been increasingly recognized in recent years. 
Whether treating anemia will improve outcomes in patients with 
heart failure has yet to be determined, however. The decision to use an 
agent to treat anemia in heart failure should be made on a 
case-by-case basis. 
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TI Blunted erythropoietin production and defective iron supply for 

erythropoiesis as major causes of anaemia in patients with chronic heart 

failure. 

AB Aims Anaemia is often observed in patients with chronic heart failure 

(CHF) , and it may be associated with a worse prognosis. Aim of this study 
was to identify the individual mechanisms of anaemia in CHF 
patients .Methods and results One hundred and forty-eight consecutive 
patients with haemoglobin concentration < 13 g/dL (if males) or < 12 g/dL 
(if females) were enrolled. Factors responsible for anaemia were 
investigated by evaluating endogenous erythropoietin (Epo) 
production, serum cytokines levels, body iron status, and iron supply for 
erythropoiesis. Most patients (57%) presented anaemia of chronic disease 
and among them, 92% showed evidence of a defective endogenous Epo 
production. This was indicated by an observed/predicted log (serum 
Epo) ratio less than 0.8 and/or a defective iron supply for 
erythropoiesis diagnosed by low transferrin saturation and/or increased 
value of soluble transferrin receptor. According to regression analysis 
sex, renal failure, and serum Epo were correlated with 
anaemia . Conclusion According to our study, about half of anaemic CHF 
patients showed anaemia of chronic disease with blunted endogenous 
Epo production and/or a defective iron supply for erythropoiesis. 
Determination of the individual mechanisms of anaemia in CHF could justify 
a rational therapeutic approach to anaemia. 
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TI Safety and efficacy of epoetin alfa initiated at 80,000 U once weekly in 
anemic cancer patients receiving chemotherapy. 

AB Epoetin alfa (EPO) 40,000-60,000 U SC once weekly (QW) has been 

shown to increase hemoglobin (Hb) by similar to 2 g/dL after 8-12 wks in 
anemic patients (pts) with cancer receiving chemotherapy (CT) . The 
proportion of pts achieving a hematologic response (HR; Hb >= 12 g/dL 
and/or Hb increase >= 2 g/dL from baseline [BL] ) at this dosage was 
similar to 70%. It was hypothesized that higher initiation doses of 
EPO may result in earlier HR and improved HR rates. This 
nonrandomized, open-label, pilot study was designed to investigate the 
safety and efficacy of EPO 80,000 U SC QW for up to 12 wks in 
anemic (Hb 511 g/dL) piswith nonmyeloid malignancies undergoing CT. If Hb 
increased to > 13 g/dL, EPOwas held until Hb 512 g/dL, then dose reduced 
by 20,000 U. Dose was similarlyreduced if Hb increased > 1.3 g/dL in 2 
wks. Primary endpoint was proportion of pis with a major response, 
defined as HR. Secondary endpoints included proportion of pis with a 
minor response (Hb increase >= 1 g/dL but <2 g/dL from BL) , time to major 
or minor response, Hb over time, and transfusions. Response rates were 
independent of RBC transfusion within previous 28 days. Weekly Hb was 
analyzed using last value carried forward method to impute missing Hb 
values; Hb values within 28 days following an RBC transfusion were 
excluded. Sixty-nine pis were enrolled, 46 (67%) of whom completed 
through the final study visit. All 69 pts (64% women; mean age 62 y; 83% 
ECOG PS 0-1) received >= 1 dose of study drug and were evaluable for 
safety; 68 pis were evaluable for efficacy (modified intent-to-treat 
population: >= 1 post-BL Hb or transfusion value) . Most common tumor 
types were breast (28%) , colorectal (16%) , lung (16%) , and ovarian (13%) . 
Mean BL Hb was 10.1 +/- 0.8 g/dL (n=64) . Thirty-seven (54%) pts had >= 1 
dose reduction and 33 (48%) pts had >= 1 dose held. Median time to first 
dose reduction or hold was 28 days (n=48) and the mean dose was 
approximately 62,600 U/wk. Pis were evaluated for best response, of which 
49 (72%) pts achieved a major response and 6 (9%) achieved a minor 
response. Major and minorresponses were achieved after a median of 6.0 
wks (n=49) and 3.0 wks (n=44; includes pis with minor response at best or 
minor response followed by major response) , respectively. Mean changes in 
Hb after 4 wks, 8 wks, and at final value were 1.0 +/- 1.4 g/dL (n=60),1.7 
+/- 1.4 g/dL (n=62), and 2.0 +/- 1.4 g/ dL(n=62) , respectively. Six (9%) 
pis were transfused at any point during the study; 2 (3%) were transfused 
after day 28. Adverse events (Aes) were reported in 65 (94%) pis; most 
commonly reported Aes were nausea and neutropenia. Nineteen (28%) pts had 
serious Aes. Six (9%) pis had Aes that led to study discontinuation, 4 of 
whom died. Five (7%) pts were diagnosed with a total of 6 clinically 
relevant thrombotic vascular events (3 deep venous thromboses, 2 
pulmonaryemboli, I cardiac arrest); none was considered related to study 
drug. These pilot data showed that this EPO dosing regimen 
increased Hb by 1.7 g/dL after 8wks in pis with cancer and anemia 
receiving CT. The HR rate of similar to 70%and safety profile observed 
with EPO 80,000 U SC QW were similar to historical results from 
studies of EPO 40,000 U SC QW with dose escalation to 60,000 U 
SC QW, perhaps related to frequent dose reductions and holds in the 
present study or a potential plateau in response at doses greater than 
40,000-60,000 U SC QW. 
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TI Erythropoietin mimics ischemic preconditioning. 

AB Ischemic preconditioning is a powerful endogenous phenomenon in which 
brief periods of a sub-toxic ischemic insult induce robust protection 
against future, lengthy, lethal ischemia. The cardioprotective effects of 
ischemic preconditioning are manifest in all species studieo. so far, 
including humans. The ability to reproduce the cardioprotective effects 
of ischemic preconditioning with pharmacological agents raised, the 
possibility that a drug may ultimately be introduced into clinical 
practice to treat human hearts undergoing ischemia/reperfusion. 
Thin chapter focuses on erythropoietin (Epo) , a drug that has 
already been approved for humans and is in current use for the treatment 
of anemia associated with chronic renal failure, HIV infection, 
cancer patients on chemotherapy, and to reduce allogenic blood transfusion 
in surgery patients. Several recent studies have suggested that this 
cytokine possesses properties far beyond its capacity to produce red blood 
cells such, as the ability to protect tissues including brain, kidney and 
heart against injury caused by ischemia/reperfusion. Cardioprotection 
conferred by Epo has been shown to be equal in magnitude to that 
conferred by ischemic preconditioning. However, the underlying mechanisms 
by which. Epo protects the heart against injury caused by 
ischemia remain unknown, (c) 2005 Elsevier Inc. All rights reserved. 
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TI Effect of erythropoietin therapy on red cells f ilterability and left 

ventricular mass in predialysis patients. 
AB Background. Cardiovascular complications are the leading cause of 

mortality in patients with end-stage renal disease. Left ventricular 
hypertrophy (LVH) is recognized as an independent risk factor for 
cardiovascular morbidity and mortality. At the onset of dialysis, more 
than 70% of the patients with chronic kidney disease have 
echocardiographic evidence of LVH. Anemia, increased red cells 
f ilterability time (RCFT) , and blood viscosity are known to induce LVH. 



Aim. To evaluate, prospectively, the effects of erythropoietin ( 
EPO) therapy for 20 weeks on RCFT and left ventricular mass (LVM) . 
Patients and Methods. Twenty uremic and anemic predialysis patients with 
creatinine clearance test below 35 mL/min were studied. RCFT test and 
three-dimensional echocardiography were performed at 0, 10, and 20 weeks. 
Results. EPO therapy for 20 weeks did not adversely affect 
renal function and did not significantly change the mean blood pressure. 
It significantly increased the hemoglobin and fibrinogen levels, and 
decreased RCFT and LVM (p <.01) . Conclusion. Although correction of 
anemia can contribute to regression of LVM, we speculate that an 
increasing number of cells with normalized viscoelastic proper-ties and a 
direct effect of EPO on erythrocytes and myocardiocytes , through 
specific receptors, may also play an important role. 
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TI The role of anemia in the progression of congestive heart 

failure. Is there a place for erythropoietin and intravenous iron?. 
AB Anemia is found in about one-third of all cases of congestive 

heart failure (CHF) . The most likely common cause is chronic kidney 
insufficiency (CKI) , which is present in about half of all CHF cases. The 
CKI is likely to be due to the renal vasoconstriction that often 
accompanies CHF and can cause long-standing renal ischemia. This reduces 
the amount of erythropoietin (EPO) produced in the kidney and 
leads to anemia. However, anemia can occur in CHF 

without CKI and is likely to be due to excessive cytokine production (for 

example, tumor necrosis factor-alpha (TNF-alpha) and interleukin-6 

(IL-6)), which is common in CHF and can cause reduced EPO 

secretion, interference with EPO activity in the bone marrow and 

reduced iron supply to the bone marrow. The anemia itself can 

worsen cardiac function, both because it causes cardiac stress through 

tachycardia and increased stroke volume, and because it can cause a 

reduced renal blood flow and fluid retention, adding further stress to the 

heart. Long-standing anemia of any cause can cause left 

ventricular hypertrophy (LVH) , which can lead to cardiac cell death 

through apoptosis and worsen the CHF. Therefore, a vicious circle is set 

up wherein CHF causes anemia, and the anemia causes 

more CHF and both damage the kidneys worsening the anemia and 

the CHF further. We have termed this vicious circle the cardio renal 

anemia (CRA) syndrome. Patients with CHF who are anemic are often 

resistant to all CHF medications resulting in being hospitalized 

repeatedly. Many studies also demonstrate that these patients die more 

rapidly than their non-anemic counterparts do. In addition, they have a 

more rapid deterioration in their renal function and can end up on 

dialysis. There is now evidence from both uncontrolled and controlled 

studies that early correction of the CHF anemia with 

subcutaneous EPO and intravenous (i.v.) iron improves shortness 

of breath and fatigue, cardiac function, renal function and exercise 

capability, dramatically reducing the need for hospitalization. For these 



reasons, it is not surprising that quality of life has also been shown to 
improve. As both CHF and end-stage renal disease (ESRD) are rapidly 
increasing, the possibility that these twin conditions can be improved by 
the adequate treatment of anemia offers new hope for slowing the 
progression of both conditions. 
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TI Using erythropoietin to stimulate endothelial precursor cells, useful e.g. 
for treating diabetes and inflammation, also for preparing transplants and 
coating prostheses. 

AN 2004-170502 [17] WPIDS 

AB DE 10234192 A UPAB: 20040310 

NOVELTY - Use of erythropoetin (EPO) and/or its derivatives for 
stimulating, in endothelial precursor cells (EPC) , any of physiological 
mobilization; proliferation; differentiation to endothelial cells and/or 
migration, in the direction of an angiogenic or vasculogenic stimulus. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) use of EPO and/or its derivatives for stimulating 
formation of endothelial cells (EC) and/or for vasculogenesis ; 

(2) use of EPO to produce a transplantable EC product; 

(3) use of EPO for treating a tissue or organ transplant; 

(4) use of EPO for pretreatment of tissue or organ 
transplants; 

(5) use of EPO to prepare implantable or transplantable, 
cell -containing in vitro organ or tissue systems; 

(6) use of EPO for coating vascular prostheses or heart 
valves; and 



(7) pharmaceutical composition containing (a) EPO, its 
derivatives, analogs, modifications or muteins and (b) at least one of 
vascular endothelial growth factor, PIGF (not defined) , 
granulocyte-macrophage colony-stimulating factor and/or a hydroxymethyl 
glutarate-CoA reductase inhibitor. 

ACTIVITY - Antilipemic; Antidiabetic; Antiinflammatory; 
Antiarteriosclerosis ; Cardiant ; Vasotropic ; Antianginal ; Gynecological ; 
Hypotensive; Nephrotropic . No details of tests for any of these activities 
are given. 

MECHANISM OF ACTION - Treatment with EPO increases adhesion 
of EPC and stimulates formation of endothelial tissue and blood vessels. 

USE - EPO is used for treatment of human and animal 
diseases associated with dysfunction of EPC and/or endothelial cells (EC) , 
particularly where formation of endothelial tissue or blood vessels is 
affected, specifically hypercholesterolemia; diabetes mellitus; chronic 
inf lammat ion ; ret iculo - endothel ios is ; atheros cl eros i s ; coronary 
heart disease; myocardial ischemia; angina pectoris; 

age-related cardiovascular disease; ischemic disease of the extremities; 
pre-eclampsia; Raynaud disease; pregnancy- induced hypertension; renal 
insufficiency (especially end-stage disease) and their sequelae. It can 
also be used to prepare transplantable EC compositions; to pretreat 
tissue or organ transplants; to prepare implantable/transplantable 
cell -containing in vitro organ or tissue systems, and to coat vascular 
prostheses or heart valves (all these uses are claimed) . 
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Novel isolated nucleic acid comprising a region that codes for first 

regulatory module operably linked to region that codes for insulator, 

which is linked to a region that codes for second different regulatory 

module. 

2003-493403 [46] WPIDS 
WO2003046133 A UPAB: 20030719 

NOVELTY - Isolated nucleic acids which comprise several regulatory module 
combinations, are new, e.g. an isolated nucleic acid (la) comprising a 
region that codes for a first regulatory module (Rl) operably linked to a 
region that codes for an insulator, the region that codes for insulator 
being operably linked to a region that codes for second regulatory module 
(R2) that is different from region that codes for Rl . 

DETAILED DESCRIPTION - Isolated nucleic acids which comprise several 
regulatory module combinations, are provided, e.g. 

(a) an isolated nucleic acid (la) comprising a region that codes for 
a first regulatory module (Rl) operably linked to a region that codes for 
an insulator (I) ; 

(b) an isolated nucleic acid (lb) comprising a region that encodes a 
first reporter gene operably linked to a region that codes for Rl which is 
linked to a region that codes for an insulator that is operably linked to 
a region that codes for R2 that is different from Rl; 

(c) an isolated nucleic acid (Ic) comprising coding region for first 
fluorescent protein operably linked to first promoter sequence which is 
linked to enhancer sequence that is linked to cHS4 insulator sequence that 
is operably linked to second enhancer sequence that is different from the 
first enhancer sequence; and 

(d) an isolated nucleic acid (Id) comprising a region that codes for 
(Rl) operably linked to a region that encodes first reporter gene which is 
operably linked to a region that encodes an insulator, where the insulator 
is operably linked to a region that codes for R2 that is different from 
Rl. 

INDEPENDENT CLAIMS are also included for the following: 
(1) vectors comprising (la) labelled as (II), (lb) labelled as (V), 
(Ic) and (Id) not labelled; 



(2) an isolated, genetically modified cell (III) comprising (II); 

(3) a cell (IV) modified to contain (la) or (II); 

(4) constructing a regulatory sequence, involves operably linking a 
first sequence comprising the coding sequence for Rl with a second 
sequence comprising the coding sequence for an insulator, operably linking 
the second sequence with a third sequence comprising the coding sequence 
for R2, where the first and third sequences code for different regulatory 
modules; 

(5) a library of (I) ; 

(6) an isolated genetically modified cell (VI) comprising (V) ; 

(7) an isolated nucleic acid (VII) which comprises a fully defined 
BTEB hypoxia enhancer, CG Orphan HI enhancer, collagen type 4-A1 (Col4Al) 
hypoxia enhancer, Deltex hypoxia enhancer, GRAP hypoxia enhancer, PROC 
hypoxia enhancer, relA hypoxia enhancer, or laminin biding protein 

(LBP) -32 hypoxia enhancer sequence as given in the specification; 

(8) an isolated nucleic acid (VIII) comprising an expression system 
which is sensitive to hypoxia, comprising an enhancer sequence operably 
linked to a promoter and a nucleotide sequence to be expressed where the 
presence of the enhancer sequence results in increased transcription, 
under hypoxic conditions, of the nucleotide sequence to be expressed; 

(9) an isolated nucleic acid (IX) comprising any one of enhancer 
sequences as described above, or other enhancer sequences such as human 
monooxygenase 1 (HM0X1) hypoxia enhancer, ELL hypoxia enhancer, APAF1 
hypoxia enhancer, P53R2 hypoxia enhancer etc., or its fragment or variant, 
where the fragment or variant enhancer activity that increases 
transcription under hypoxic conditions; 

(10) a vector (X) comprising (IX) ; 

(11) a genetically modified cell (XI) comprising (X) ; 

(12) increasing expression of a nucleotide sequence in a cell under 
hypoxic conditions involves contacting the cell with a compound which 
increases the expression of nucleotide sequence to be expressed in a cell, 
where the compound is identified using (VIII) ; 

(13) a molecular device which is controlled by hypoxia-related 
stress, comprising (VIII); 

(14) determining a change in oxygen levels of a maintained cell 
(method fully defined in the specification) ; 

(15) inserting a reporter gene into (VIII) involves operably linking 
the reporter gene to the nucleic acid; 

(16) identifying an agent that regulates the expression of a gene in 
response to hypoxia; 

(17) identifying (Ml) at least one compound that interacts with a 
test pathway (method fully disclosed in the specification) ; and 

(18) altering (M2) a protein-protein interaction in a test pathway or 
affecting compound -protein interaction in a test pathway, (method fully 
disclosed in the specification) . 

ACTIVITY - Vasotropic; Cytostatic; Cerebroprotective; Cardiant; 
Antianemic . 

MECHANISM OF ACTION - Regulates gene expression in response to 
hypoxia. No supporting data is given. 

USE - (II) and (VI) are useful for transfecting a cell. (V) is useful 
for altering the expression of a reporter gene in a cell. (VIII) is useful 
for identifying compounds which affect response to hypoxia, for inhibiting 
gene expression, for isolating nucleic acid binding proteins, for 
constructing a regulatory sequence, altering the expression of nucleotide 
sequence to be expressed in cell, and identifying the compound which 
increases the expression of a nucleotide sequence to be expressed 
(claimed) . The compounds identified by above mentioned methods are useful 
for treating hypoxia-related disorders, e.g., ischemic heart 
disease, cancer, stroke, chronic lung disease, congestive heart 
failure, anemia/ etc. 
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